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S. Goldin, et al. 
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Filed: Herewith 
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February 3, 1994, now abandoned, the teachings of which are incorporated herein by 
reference.—. 



IN THE CLAIMS: 

^Page 142, claim 17, lines 3-4, please change "claims 1-15" to —claims 1, 8, 11 or 
13-; 

Page 143, claim 18, line 3, please change "claims 1-15" to —claims 1, 8, 11 or 13—; 

Page 143, claim 19, line 4, please change "claims 1^15" to —claims 1, 8, 1 1 or 13—; 

^/Page 143, claim 20, line 3, please change "claims 1-15" to —claims 1, 8, 11 or 13—; 

^-^Page 143, claim 21, line 4, please change "claims 1-15" to —claims 1, 8, 11 or 13—; 

c/ Page 143, claim 22, line 9, please change "claims 1-15" to —claims 1,8, 1 1 or 13—; 

Pages 143-144, claim 23, lines 4-5, please change "claims 1-15" to —claims 1,8, 11 
or 13-; 



Page 144, claim 24, line 2, please change "claims 1-15" to —claims 1,8, 11 or 13—. 



REMARKS 

Applicant respectfully requests that the subject Continuation Application be 
preliminarily amended as provided in the foregoing amendment prior to calculation of 
the filing fees. 
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AMENDMENTS TO THE CLAIMS 
This lisiinft of claims will replace all prior versions and listings of claims in the application: 

. U24. (Canceled) 

^(Currently amended) A method for treating a disorder of the nervous system in 
which the pathophysiology of the disorder involves excessive or inappropriate release of a 
neurotransmitter from neuronal cells, comprising administering to ft mammal exhibiting 
symptoms of the disorder or susceptible to the disorder an effective amount of a compound of 
(lie following formula 

NH 

R -N^NH 2 

A' 

wbcrcin R is substituted or ^substituted carbocyclie aryl having at least about 5 ring 
atoms, substituted or unsubstitutcd aralkyl having at least about S ring atoms, or-a substituted- r* 
flftwbstilHtod-Ma^ S r i iig ntoms a -or a substituted or unsubsliluted 

hctcroarutnalie or hctcroalicyclic group having from I to 3 rings, 3 to 8 ring members in each 
ring and from 1 to 3 hctcro atoms; 

U. 1 is substituted or unsubstikricd carbocyclie aryl having fit least about 5 ring atoms, or 
substituted or linsubstituted aralkyl having at least about 5 ring atoms, or a substituted or 
unsubsliluled heloroaromatic or hctcroalicyclic group having from 1 to 3 rings, 3 to 8 ring 
member* in eneb ring and from 1 to 3 hetero.atoms; and pharmaccutically acceptable salts 
thereof. 

% f , , 

26. (Previously presented) A method of claim 25 wherein at least one of R and R is 

substituted or unsubsliluted carbocyclie aryl or substituted or unsubstitutcd aralkyl. 

2l (Previously presented) A method of claim 7^ wherein both R and R* arc 
substituted or linsubstituted carbocyclie aryl or substituted or unsubstitutcd aralkyl. 
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28. (Canceled) 

^W. (Previously presented) A method of claim ^5 wherein R and R* arc substituted or 
unsubtJlitutcd phenyl substituted or unsubstitutcd naphthyl or substituted oi* unsubslilulcd 
benzyl. 

\&. (Previously presented) A method of claim $5 wherein the compound is scleetcd 
from the group consisting of: 
N-(4-.wr-butylphenyl)-N-bcnzylguanidin©; 
N-(5-^eeniiphlliyl)-N-bcnzy1^uanidinb; 
N -(3-aeenapM hyl>N-ben7.y)gnanidirie; 
N<5-nccnnphlhyl)«N-(4-^opropylbenzyl)fiuamdinc; 
N-<3-accinnp]ithyl)«N'(4-^opropylbenzyl)guanidiuc; 
N-(4-cyeloh(?xylphcnyl)-N-(4-/.v^propylbenzyl)guanidine; 
N-(^-eyclohexylplicnyl)-N-(4"/er/-bnty1benzyl)eoanidlnc; 
N-(2-fluorenyl>N-(4-/<?r/-buty]ben7yl)guanidine; 
N'('1^'r^butylphenyl)-N-(cinnamylinethy]enc)guanidine; 
N-(4-;!-buU)xyi7bcnyI)-N.(4-/e/'Miuly]beTizyl)&iianidinc; 
N-(3-biplvcnyl)-N-(4-/cW.butylben7.yl)guanidinc; 
N-(5-indnnyl)-N-(4-^r/-butylbonzyl)guanidinc; 
N-(3-lrinuOToniethoxyphcnyl)-N-(4-^'/-butyIbcn2yl)guanidine; 
N-(4-A'£T-butylphcuyl)-N-(4-/err-butylbon2yl)guanidine; 
N-(5-aeenaphaiyl)-N-(4'/orMiutylben7.yl)guanidine; 
NH3-accnai>hihyl)-N-(4^LV/-butylben^l)^anidin^ 
N-(mc(hoxy-J«naplUhy1>N-(4-/c//-butylbcnzy])gijanidinc; 
N-(I-nApIilliyl)-N-(4-/(r/-butylbenzyl)gtianidinc; 
N-(3-iodophcnyl)-N-(4WLV/-butylbcn7.yl)guanidine; 
N*(4-chIoro- 1 -naphthyl )-N-(4-ter/-bcnzyl)guamdine; 
N-(4w«l-biilyIpliciiyl)-N-(4^«7-binyIboii7y1)guaiiidine; 
N-(4-i*?dc»phciiyi)-N-(4-/cr/-liuiy1bcnzyl}g«flnidtnc; 
N-( 1 -nnphihylmclhyl)-N-(4-/tfr/-biitylbcnzy1)g«anidine; 
N-(5'acenap!ilhy))-N-(3-phcnoxybciizyl)guanidiue; 
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N<3.-irifluoiumothylphonyl)-N^^ 

N<3-niel)iyIUi:nphenyl)-N-(4-/er^butylhcnzyl)euanidinc; 
N-{5-acenapht]iyl)-N-(3-io<lobcnzyl)guanidine; 
N-(5-acenap!iLliyl)-N"i[cinnamy])i;oaiiidine; 
N»(5-ace?nfipl»tliyl)-N-(4-iodobenzyl)giianidinc; 
N-(5-acei]rtphtbyl)-N"(4^rifliioromcthoxybcu7yl)guanidiric; 
n and pbarmaceutically acceptable salts thereof. 




y 31 . (Previously presented) A method of any one of claims 3 5 tluuugh wherein Ihc 

mammal is suffering froin a neurodegenerative disorder. 

52. (Picviously presented) A method for treating a mammal suffering from or 
susceptible to a neurodegenerative disease, comprising administering to Ihc mammal an effective 
nmoimt of a compound of the following formula 

IT • 

whcTcin Ris substituted or munibslilutcd carbocyclic aryl having at least about 5 ring 
atoms, substituted or nnsubstitutcd aralkyl having at least about 5 ring atoms, or a substituted or 
nnsubstitutcd hcleronromnlic or hutoronlicyclic group having from I to 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 hclcro atoms; 

K 1 is substituted or unsubsliiuted carbocyclic aryl having nl least about 5 ring atoms, 
substituted or unsubstiiuted aralkyl having at least about 5 ring atoms, or a substituted or 
unsubstituted hcteroaromatic or helcroalicycUc group having from 1 to 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 bctero atoms; and pharmaceutical^ acceptable salts 
thereof. 

(Previously presented) A method of claim ^wherein al least one of R. and R is 
substituted or misiibslilnlcd carbocyclic aryl or subailuirod or unsubsiilivted aralkyl. 



-4 
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(Previously presented) A mclhod of claim>2 wherein both R and R are 

substituted onpnsubsiiuilcd carbocyclic aryl or substituted or unsubsliuitcdaralkyl. 
35, (Canceled) 

(Previously presented) A method of claim YL wherein R and R are substituted or 
uirculMl ttuletl phenyl, substituted or unsubstituted naphthyl or substituted or unsubstituted 
benzyl. 

it ? . - 

yi> (Previously presented) A method of claim^2 wherein the compound is selected 

from die group consisting of: 
N- (4-.vt^buLylphcnyl)-N-benzylguanidi ne; 
N-(5-zicenaj>hlhy 1)-N-I)e nzylgu anid inc; 
*N-(3-oceiiaphlhyl)-N-bcnzylguanidine; 
N-(5-ncenaphlhyl)-N-(4-/5c»propylben2:yl)guanidiiie; 
N<3-nccnaj)hlhyl)-N-(4-/^propyibcnzyl)giianidine; 
N-(4-eyclohexy]phcny]).N-(4-£wpropy]ben2yl)guanidine; 
N-(4'Cyclobcxylphciiyl)-N-(4-rcr/-bulylbcnzyl)guanidiiie; 
N'(7."Jlnorenyl)-N-(4-/crif'butylbenx.yl)guanidine; 
N-(4^t;-bulytpheny])-N-(cintuiinylmclhylcnc)guaTiidinc; 
N-(4-/j-butoxyphcny])-N-(4'/e/Y-lHilylbcnzyl)fiuanidine; 
N-(3-luphenyI)-N-(4»/crr-butylben^yl)e«anidine; 
NH5-iii(laiiyl)-N-(4-/tY/-butylbciizyl)guanidine; 
N-(3*1riniioRmiclhoxyphenyl)^ 
N-(4^c<.'-bulyJphenyl>N-(4-/^-buty]bcnzyI)guanidirie; 
N-(5"nccnapbihyO-N-(4-/^/-buLylbenzy1)guanidine; 
N-(3-acenapbtliyI)-N-(4-/c/V-bulylbenzyl)guanidine; 
* N-fmclIioxy-l «iu»phthy1)-N-(4^r/-buty1benzyl)euanidinc; * 
N-(J -naplilhyl)-N-(4-torr-bulylbciwyl)guanidine; 
N-(3-{odophenyl)-N-(4^cv/-butylbcnxyl)guanidinc; 
N-(4chloro-l-naphU)yl)-N-(4-^7-bcnzyl)guanitIine; 
N-(4-^r/-butylphenyl)-N-(4-^rNbutylbcnzyl)gnamdinc; 

_ 5 - ww^i.i 
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N-(4-iodophenyi)-N-(4'/CA^butylbcr»2yl)fiuanidine; 

N-(l-iinphlhy]mclliyl)-N-(4-/crr-butyJbcnzyl)guanidine; 

N-(5-flccnHp1ithyl)-N-(3-phcnoxybciizyl)gUMii(Unc; 

N-(3MrillimmmcllLy]phcny])-N-(4-^r/-butylbcn2yl)guanidint;; 

N*(3-inct]iyUhiopheny])-N-(4-rcr^bulylbcnzyl)guanidinc; 

N .(S-iiccnaplithy))-N-(3-iodobcnzylJguanidintj; 

N-<5-acciiaphtny1)-N-(cmn*jinyl)guanidine>; 

NH5-acciwplilhy1)-N-(4-iodobc»zyl)gu3nidine; 

N-(5-accnaphlhyl)-N-(4*lrifluoromcrhnxyben^yl)guanidine; 

and pharmaccutically accq>tablc salts thereor. 

7 lo - " 

£8, (Previously presented) A method of any one of claims or 3<£37 wherein Ihc 

neurodegenerative disease is Parkinsons disease, Huntington's disease, Aiuyolrophic Lateral 
Sclerosis, Alzheimer's disease, Down's Syndrome, Korsakoff disease, olivopontocerebellar 
atrophy, 1 J LV -induced dementia or blindness, mulli-infarot dementia or diabetic neuropathy. 

If 

pQ. (Previously presented) A method of treating a disease in which the 
pathophysiology of the disease involves inappropriate cellular secretion comprising 
ailmiuistcrina to a mammal suffering from or susceptible to the disease an cfTcctivc amount of a 
compound of the following formula 

NH 

A* 



wherein R is substituted or unsubalitolcd carbocyclie aryl having at least about 5 ring 
alums, or substituted or unsubsliluted aralkyl having at least about 5 ring atoms, or a substituted 
or unsubslilulod hcleroaromatic or hetcronlicyclic group having from 1 lo 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 hctcro atoms; 

R 1 is substituted or unsubslilirlcd carbocyclie aryl having at least about 5 ring atoms, 
substituted or unsubstimicd aralkyl having at least about 5 ring atoms, or a substituted or 
uasnbsLitnlcd hcturoaromatic or heicroaltcyclic group having from 1 to 3 rings, 3 to 8 ring 

. 6 - .«1M4„1 
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members in each ring and from 1 to 3 heiero atoms; and pharmaceutical^ acceptable sails 
thereof. 

t? 

jtti. (Previously presented) A method of claim >*f wherein al least one of R and R 1 is 
substituted or unsubstituted carbocyclic aryl or substituted or unsubsli luted aralkyl. 

{K> Obviously presented) A method of c1ainv?5 wherein both R and R are 
wbstiluied or imswbsliluled carbocyclic aryl or substituted or unsubstituted aralkyl. 

42. (Canceled) 

Id ' ? 

^(Previously presented) A niediod of claim %9 wherein R and R arc substituted or 
inisubslihiled phenyl, substituted or un substituted naphlhyl or substituted or unsubstituted 
benzyl, 

<)A. (Previously presented) A method of claim 39 wherein the compound is selected 
from llto group consisting of: 
^_(4- Tc ^l 7 iiiy]phenyl)-N-bcn2ylguanidine; 
N<5-accnaphthyl)-N-benzylguaiiidino; 
N-(3'ar.enaphthyl)-N-benzylguanidino; 
N-(5-aecnaphthyl)'N-(4-w^ropylbe»xyl)suanidino; 
N-(3-accnaph(hyI)-N-(4-/^c>pvopy1benzyl)guanidine; 
N-(4-cyolobexy1phenyl)-N-(4^Aopropylbenzyl)g\mnidino; 
N-(4-cyolohcxylphcMiyl)-N-(4-^YM)utylbcnzyl)guanidinc; 
N-(2- (hiorcnyl)-N-(4-/£T/-butylben7.yl)guanidiiie; 
W (4^Miiitylpheny^ 
N^4-»i-bnto*yphonyl)-N-(4^^^ 
N-(3-hiphonyl)»N-(4-/er/-butylbcnzyl)guanidine; 
N-(5H*nda)iyi)-N--(4-/(?rr-butylb&nzyl)&uanidine; 
N-(3*lt i nuoroinclhoxyphcnyl)-N-(4-/e^/-biitylben^yl)guanidinc; 
N-(4-^-b(iLylphenyl)-N-(4-/e;-/-butylbeniyl)guanidinc; 
N-(5-accnaiihlhyl)-N-(4-rc/*/-butylbenzyl)guanidine; 

- 7 - >WM I 
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N-(3^ccn:iplnhyl)-N-(4-/err-butylbciiiyl)8uan^ine; 

N^(mcll)Oxy-l-naphthyl)-N^4^cv7-lJUly]bcn7y1)Buanidiric; 

N- ( 1 -napbthyl )-N-(4-/c/-/-butylbenxyl)Buanldinc; 

N'(3-io(.lophciny1)-N-(4-/6'/7-butylbenzy])guanidinc; 

N-(4-cldoro-l-nnphthyl)-N-(4-/cr/-benzyl)guanidine; 

N*(4-/ cr /-liuty1phenyl)-N-(4-/c/7-biUy1benzyl)eaanidiiic; 

N*(4- iod ophc ny I)- N-(4-/<r/-bu tylbenzy l)guanidinc; 

N-(l-naphthylmelhyl)-N-(4^cr/-bulylbcnzyl)guanidine; 

N-(5-accnnpbihy1)-N-(3-phenoxybcnzy])guamdinc; 

N-(3 • triduoromethy lpbcnyl)-N-(4-^r/-bu lylbcnzy])gnanid ine; 

N^3Hnelhy]i1uopheny]>N-(4-/crM>utylbcn2yI)giianidinc; 

N-(^accnaphlhyl)-N-(3-iodobenzyl)fiuanidinc; 

N-^5-accnapluhyl)-N-(cinnamyl)guanidinc; 

N-(5-oconaphlliy1)-N-(4-iodobenzy))guanidine; 

N-(5-ncQnaphtliyl)-N*(4-lrifluoromcthoxybcnzyl)guantdinc; 

and pharitiQCCiitically acceptable salts thereof. 

jj& (Previously presented) A method of modulating ihe release of excess endogenous 
ncorotraiisiniltcw from a mammal comprising administering lo the mammal an effective amount 
of a comiwuiid of the following formula 

NH 

k 

wherein R is substituted or unsubslituted cavbocyelic aryl having at least about 5 ring 
atoms, or substituted or unsubslitulcd aralkyl having at least about 5 ring atoms, or a substituted 
or im$nb.slituted lictcroaroinatio or hcteroalicyclic group having from 1 to 3 rings, 3 to $ ting 
members in uach ring and from 1 to 3 hetcro atoms; 

K 1 is substituted or una instituted carbocyelic otyl having at least about 5 ring atoms, 
substituted or misubslitutcd aralkyl having at least about 5 ring atoms, or a substituted or 
imsufcslituied bctcvoaromaUc or heteroalicyclic group having from 1 to 3 rings, 3 to 8 ring 

. 0 - msc*,i 
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member* in each ring and from 1 to 3 hetero atoms; and pharmaceiitically acceptable sails 
(hereof. 

^(Previously presented) A meihod of claim,4o wherein at least one of R and II* is 
substituted or unsnbstitutcd cnrbocyclic aryl or substituted or unsubstfuitcd anilkyl. 

V> -rl 

f(1. (Previously presented) A method of claim 46 wherein both R and R are 
substituted ov unanhstituted carbocyclic aryl or substituted or unsubsLiluted aralkyl. 

. 48. (Canceled) 

0. (Previou sly presented) A method of claim 0S wherein R and R arc substituted or 
unaobalitutcd phenyl, substituted or unsubslitutcd napblhyl or substituted or unsubalihitcd 
benzyl, 

^ ,? 

(Previously presented) A meihod of claim 45 wherein the compound is selected 

from the group consisting of; 

N-(4-.va>1nUyl]Uionyl)-N-bcnzylguanidine; 

Nt(5'acenaplilhyl)-N-benzylguanidine; 

N-(3-accnaphthyl)-N-bcn2ylguanidine; 

N-(5.acenapblhy1>N-(4-/Topropyll)cnzyl)guanidino; 

M^3-acciiaphlhyl)-N-(4-^propyTben?!:yl)enonidinc; 

N-(4-eycl()hexylphenyl)-N'(4-/.vopropyltwnzyl)guQnidiTio; 

N«(4'cyclc)hcxylpbcnyl)-N-(4-rcr/-biitylbcnzyl)guanidino; 

N-(2-flttorBnyl)-N-(4-/tf^buty1hen*yl)guaiiidinc; 

N-(4-.vrt:-buLylphony])-N-(cinnamy}melhylcnc)6uanidine; 

N-(4-//-butoxyiihonyl)-N-(4-^>;-/-butylbcnxyl)guanidine; 

N-(3-biphenyl>N-(4-r6V/-butylbunzyl)gxianidinc; 

N-(5-indanyl)-N-(4WerMmtylbeiizyl)guanidi»e; 

N-(3*lriniioitimeUioxyphcnyl)-N-(4^^ 

N-(4^vv4nilylphe»y])-N-(4-/£'^-buLylbcn7.y1)guanidine; 

N-(5-acenaplUhyl)-N-(4-/rW-butylbenzyl)g\janidine; 
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N • (3 -n c cn a ph I hyl)-N-(4-/ crhhn ty 1 benzy l)gu anidinc; 
N-(tnoiIioxy-l^)nphthyl)-N-(4We^-biitylb(3nzyI)guanidinc; 

N-( I -nnplilhy]>N-(4-/^-butylbcnzyl)guanidine; 

N-(3Madoplicny))-N-(4-^/-r-buiylbcnzyl)guanidine; 

N-(4-cMora- 1 -n3ph%1)-N-(4-/cv/-bcnzyl)guanidinc; 

N-(4^/tTNbiUy1phcnyl)-N-(4-/t'/f-bulylbenzyl)giianidinc; 

N-(4-iodophcnyl)-N-(4-/er/-butylbci>7yl)giunfdinc; 

N-(lHiaplirt)ylmeihyl)-N-(4-^r/-biUylbcnzyl)guanidinc; 

N-(5-:ictnapbtl^yl>-N-(3-phcno)tybcnzyl)guanidine; 

N-(3-tvinuoroiYicthylpheiiyO-N-(4-/cr/-biirylbenzyl)euanidinc; 

N-(3-nicthyltlHophenylhN-(4-^Y/-biilylbcnzyl)guan]dinc; 

N'(5-flccnnphlhyl)-N-(3"iodobcnzyi)guanidinc; 

N-(5-ciccnaphiltyi)-N-(cinnamy])guanidine; 

N-(5-acenaphlhy]>N-(4-io<lobcnzy|Jguanidinc; 

N-(5 -accna phtliy 1)-N-(4-t ii flu oromcthoxybcnzyljgufl nid i no; 

and plinrnmccntically acceptable salts thereof. 

51-59. (Canceled) 
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